The variola virus must rank as one of the most pernicious pathogens in the history of mankind --- smallpox has killed and disfigured more people than any other infection to date. The disease contributed to the decline of the Aztec and Inca civilizations and decimated the indigenous populations of several continents. So, the 1980 WHO declaration that smallpox had been eradicated --- after a worldwide vaccination programme --- was rightly considered a medical triumph. It seemed that it was only a matter of time before other human viral pathogens would meet a similar fate and be \'relegated to the history books\'.

However, 25 years later, this sense of optimism has been severely tempered. We live in a world blighted by the threat of bioterrorism, and the possibility of the intentional release of variola virus into the environment from official or \'rogue\' virus stocks remains a concern. Also, the HIV pandemic and the SARS and avian influenza epidemics have demonstrated that viruses that infect animals can successfully cross species to establish virulent infection in man.

It is therefore more important than ever to understand what determines the successful transfer of viruses into novel hosts. Recent studies have implicated intracellular signalling pathways as major determinants of poxvirus tropism and, in his timely review on [page 201](https://www.nature.com/articles/nrmicro1099), Grant McFadden discusses how these and other viral factors dictate poxvirus species specificity and host range. As the author points out, an increased understanding of the molecular basis of poxvirus tropism will not only allow the development of safer poxvirus vaccine vectors, but will enhance our understanding of the mechanisms of other zoonotic virus infections.
